CASE LA24BContl 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

IN RE APPLICATION OF 
ROBL ET AL. 

APPLICATION NO: NOT ASSIGNED YET 
FILED: HEREWITH 

FOR: METHOD FOR TREATING ATHEROSCLEROSIS EMPLOYING 
AN AP2 INHIBITOR AND COMBINATION 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

PRELIMINARY AMENDMENT 

Sir: 

Kindly amend the above-referenced application as follows: 
In the Specification: 

Page 1, line 3, please insert the following: 

"This application is a continuation of U.S. Serial No. 09/390,275 filed September 7, 1999, 
which claims priority from U.S. Provisional AppUcation Serial No. 60/100,677, The entirety of each 
of these applications is incorporated herein by reference.— 



Page 3, please replace the paragraph beginning at line 1 and ending at line 16 with the 
following: 

--The aP2 inhibitors suitable for use in the method of the invention are compounds which 
bind to the aP2 protein (SEQ ID N0:1) and inhibits its function and/or its ability to bind free fatty 
acids. The compounds will preferably contain less than 60 carbon atoms, more preferably less than 
45 carbon atoms, and will contain less than 20 heteroatoms, more preferably less than 12 
heteroatoms. They contain a hydrogen bond donator or acceptor group, preferably acidic in nature, 
which includes, but is not limited to, CO2H, tetrazole, SO3H, PO3H, P(R)(0)OH (where R is lower 



alkyl or lower alkoxy), OH, NHSO2R' or CONHSO2R' (where R' is lower alkyl), and 
thiazolidindione, and interacts (directly or through an intervening water molecule), either by ionic or 
hydrogen bonding interactions, with one, two, or tliree of the three amino acid residues, designated 
as Arg 106, Arg 126 and Tyr 128 in human aP2, within the aP2 protein (SEQ ID N0:1).-- 

Page 3, please replace the paragraph beginning at line 25 and ending at line 32 with the 
following: 

—The hydrophobic substituent binds to (in) and/or interacts with a discrete pocket within 
the aP2 protein (SEQ ID NO:l)defmed roughly by the amino acid residues Phe 16, Tyr 19, Met 20, 
Val 23, Val 25, Ala 33, Phe 57, Thr 74, Ala 75, Asp 76, Arg 78 in human aP2. The through space 
distance from the hydrogen bond donor/acceptor group and the additional substituent group is within 
the distance of about 7 to about 15 Angstroms.-- 

Page 4, please replace the paragraph beginning at line 11 and ending at line 13 with the 
following: 

- The accompanying Figure 1 is a computer generated image of a partial X-ray structure of 
compound XVIA (described hereinafter) bound to human aP2." 

Page 6, please replace the paragraph beginning at line 22 and ending at line 26 with the 
following: 

—Preferred are the examples where A is defined as above and B is 




CHCO2H 

I 

and is 

Page 28, please replace the paragraph beginning at line 21 and ending at line 29 with the 
following: 



-The other antiatherolsclerotic agent employed in the methods of the invention include MTP 
inhibitors disclosed in U.S. Patent Nos. 5,595,872, 5,739,135, 5,712,279, 5,760,246, 5,827,875, 
5,885,983 and 5,962,440. Preferred are each of the preferred MTP inhibitors disclosed in each of the 
above patents.— 

In the Claims: 

3. (Amended) The method as defined in Claim 1 wherein the aP2 inhibitor contains a 
hydrogen bond donator or acceptor group and interacts directly or through an intervening water 
molecule either by ionic or hydrogen bonding interactions, with one, two, or three of the three amino 
acid residues, designated as Arg 106, Arg 126 and Tyr 128 in human aP2 within the aP2 protein (SEQ 
ID N0:1). 

Attached hereto is a marked-up version of the changes made to the claims by the current 
amendment. The attached page is captioned "Version With Marking to Show Changes Made" 
These amendments add no new matter. 



Applicants have amended the paragraph beginning at page 6, line 22 of the specification to 
insert the following chemical structure: 



Support for this amendment can be found in the priority document (U.S. provisional application 
Serial No. 60/100,677, filed September 17, 1998) at page 5 line 24. 



REMARKS 




Respectfully submitted. 





Ronald S. Hermenau 
Attorney for Applicants 
Reg. No. 34,620 
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LA24Bcontl 
Preliminary Amendment 

Version with Markings to Show Changes Made 

Page 1, line 3, has been amended as follows please see attachment for marked up 
version. 

This application is a continuation of U.S. Serial No, 09/390.275 filed 
September 7. 1999, which claims priority from U.S. Provisional Application Serial No. 
60/100,677. The entirety of each of these applications is incorporated herein by 
reference. 

Page 3, the paragraph beginning at line 1 and ending at line 16 has been amended 
as follows: 

The aP2 inhibitors suitable for use in the method of the invention are compounds 
which bind to the aP2 protein (SEP ID NO:l) and inhibits its function and/or its abiUty to 
bind free fatty acids. The compounds will preferably contain less than 60 carbon atoms, 
more preferably less than 45 carbon atoms, and will contain less than 20 heteroatoms, 
more preferably less than 12 heteroatoms. They contain a hydrogen bond donator or 
acceptor group, preferably acidic in nature, which includes, but is not limited to, CO2H, 
tetrazole, SO3H, PO3H, P(R)(0)OH (where R is lower alkyl or lower alkoxy), OH, 
NHSO2R' or CONHSO2R' (where R' is lower alkyl), and thiazolidindione, and interacts 
(directly or through an intervening water molecule), either by ionic or hydrogen bonding 
interactions, with one, two, or three of the three amino acid residues, designated as Arg 
106, Arg 126 and Tyr 128 in human aP2, within the aP2 protein (SEP ID NO: 1) . 

Page 3, the paragraph beginning at line 25 and ending at line 32 has been 
amended as follows: 
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The hydrophobic substituent binds to (in) and/or interacts with a discrete pocket 
within the aP2 protein (SEP ID NQ:l) defined roughly by the amino acid residues Phe 16, 
Tyr 19, Met 20, Val 23, Val 25, Ala 33, Phe 57, Thr 74, Ala 75, Asp 76, Arg 78 in human 
aP2. The through space distance from the hydrogen bond donor/acceptor group and the 
additional substituent group is within the distance of about 7 to about 15 Angstroms. 

Page 4, the paragraph beginning at line 11 and ending at line 13 has been 
amended as follows: 

The accompanying Figure 1 is a computer generated image of a partial X-ray 
structure of compound XVIA (described hereinafter) bound to human aP2. 

Page 6, the paragraph beginning at line 22 and ending at line 24 has been 
amended as follows: 

Preferred are the examples where A is defined as above and B is 



Page 28, paragraph beginning at line 21 and ending at Une 29 has been amended 
as follows: 

The other antiatherolsclerotic agent employed in the methods of the invention 
include MTP inhibitors disclosed in [in] U.S. Patent Nos. 5,595,872, [U.S. Patent No,] 
5,739,135, [U.S. Patent No.] 5,712,279, [U.S. Patent No.] 5,760,246[U.S. Patent No.], 
5,827,875, 5[U.S. Patent No.],885,983 and [U.S. Application Serial No. 09/175,180 filed 
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Preliminary Amendment 

October 20, 1998, now U.S. Patent No.] 5.962,440 . Preferred are each of the preferred 
MTP inhibitors disclosed in each of the above patents[ and applications]. 

In the Claims: 

3. (Amend) The method as defined in Claim 1 wherein the aP2 inhibitor 
contains a hydrogen bond donator or acceptor group and interacts directly or through an 
intervening water molecule either by ionic or hydrogen bonding interactions, with one, 
two, or three of the three amino acid residues, designated as Arg 106, Arg 126 and Tyr 128 
in human aP2 within the aP2 protein (SEP ID NO:!) . 




Field of the Invention 



5 The present invention relates to a method for 

treating atherosclerosis and related diseases; employing an 
aP2 inhibitor alone or in combination with another type 
antiatherosclerotic agent . 

10 Background of the Invention 

Fatty acid binding proteins (FABPs) are small 
cytoplasmic proteins which bind to fatty acids such as 
oleic acids which are important metabolic fuels and 
cellular regulators, Dysregulation of fatty acid 

15 metabolism in adipose tissue is a prominent feature of 

insulin resistance and the transition from obesity to non- 
insulin dependent diabetes mellitus (NIDDM or Type II 
diabetes) . 

aP2 , an abundant 14 . 6 KDa cytosolic protein in 
20 adipocytes, and one of a family of homologous intracellular 
fatty acid binding proteins (FABPs) , is involved in the 
regulation of fatcy acid trafficking in adipocytes and 
mediates fatty acid flxixes in adipose tissue. G*S. 
Hotamisligil et al; "Uncoupling of Obesity from Insulin 
25 Resistance Through a Targeted Mutation in aP2 , the 

Adipocyte Fatty Acid Binding Protein", Science, Vol. 274, 
Nov. 22, 1996, pp. 1377-1379, report that aP2 -deficient 
mice placed on a high fat diet for several weeks developed 
dietary obesity, but, unlike control-mice on a similar 
30 diet, did not develop insulin resistance or diabetes. 

Hotamisligil et al conclude that "aP2 is central to the 
pathway that links obesity to insulin resistance" 
(Abstract, page 1377) . 

DIALOG ALERT DBDR928 dates January 2, 1997, 
35 Pharmaprojects No. 5149 (Knight-Ridder Information) 

discloses that a major drug company "is using virtual 
screening techniques to identify potential new antidiabetic 
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